Intravenous Trastuzumab is an effective treatment for metastatic breast cancer after failure of first-line chemotherapy for patients with human epidermal growth factor 2 (HER-2) -positive receptor. The aim of this study is to present of case of long time survival woman with metastatic breast cancer. The case is a 55-years old female. She underwent left mastectomy with axillary lymphadenectomy for breast cancer. Histological examination showed invasive ductal carcinoma, grade III, estrogen and progesterone receptor-negative, HER2-positive receptor status. Radiotherapy and six courses with antracyclines were performed as adjuvant chemotherapy. One year after the operation she was diagnosed to have lung metastases. Treatment was initiated with Trastuzumab 8 mg/kg for loading dose and 4 mg/kg maintenance dose every week. Treatment was continued for more than two years. Control computer tomography indicates stable disease. No adverse events were reported for twenty four months of Trastuzumab treatment. Treatment was stopped due to patients withdrawn. Overall survival was 31 months. This case indicate that long term Trastuzumab would be an optimal treatment for HER2-positive breast cancer patients.
INTRODUCTION
Breast cancer represents a heterogeneous array of different disease subtypes that have unique molecular phenotypes and distinct clinical features (1) . Despite advances in the treatment of early-stage breast cancer, approximately one third of patients will eventually develop metastatic breast cancer (MBC) (2). The prognosis of patients with MBC is poor, with a median survival time of 26 months (3) . Recently, advances in understanding the biology of breast cancer have led to the classification of breast tumors based upon their molecular features and the advent of targeted therapies for the treatment of both early and metastatic cancer. Targeted agents and their promise of better patient outcomes with respect to safety, survival, and quality of life may change the clinical course for many MBC patients.
The human epidermal growth factor receptor (HER)-2 gene is a member of a gene family that encodes for transmembrane receptor tyrosine kinases, including the epidermal growth factor receptor. Approximately 20%-30% of human breast tumors overexpress the HER-2 gene, and patients with HER-2-overexpressing tumors experience early progression and a poor prognosis in the metastatic setting (4, 5) . Trastuzumab, a humanized monoclonal antibody directed against the extracellular domain of HER-2, has been developed for the treatment of HER-2-overexpressing breast cancers. In the pivotal phase III randomized trials in patients with MBC, the application of trastuzumab after failure of first-line chemotherapy resulted in longer times to progression (TTP), higher response rates, and higher survival rates than with chemotherapy alone (6). However, HER-2-positive MBC is an aggressive disease, and despite these advances, the majority of patients, treated with trastuzumab-based regimens progress within one year, with only very few patients experiencing prolonged remission (7).
The case report presented here describes a woman who underwent a mastectomy for invasive ductal carcinoma and subsequently received trastuzumab-containing chemotherapy as treatment for a metastatic lesions in the lung. She experienced a stable disease and has been receiving maintenance trastuzumab for twenty-four months.
Case presentation
In February 2001, an otherwise healthy 55 -year-old Caucasian woman, with no history of hormone therapy, smoking, drinking, or a family history of breast cancer, presented with a lump in the center of her left breast. The axillary and neck lymph nodes were not palpably enlarged. After breast biopsy, radiography of the chest and ultrasound of the abdomen, the patient underwent a radical left mastectomy. Pathologic examination of the resected specimens diagnosed HER2-positive (immunohistochemistry 3+), hormone receptor-negative, grade III, invasive ductal carcinoma of the left breast with two positive axillary lymph nodes. The size of the primary tumor was 3,5 x 4,5 x 3 cm. She was treated with adjuvant chemotherapy, six cycles of epirubicin, 5-fluorouracil and cyclophospfamide (60 mg/m2, 600 mg/ m2 and 600 mg/m2, respectively). On completion of chemotherapy, radiation therapy was administered to the left breast. In November 2003, after CT, the patient presented with a single metastatic lesion (diameter 2,5 cm) in the at segment 7 of the right lung; no biopsy was carried out because patient was unwilling to undergo such a procedure. Trastuzumab (4 mg/ kg loading dose and 2 mg/kg maintenance dose weekly thereafter, with 21-days repetition) was started as first-line metastatic therapy in December 2004. Reevaluation of the lesion by radiography and CT followed regularly thereafter and showed a stable disease. The patient continued to receive maintenance Trastuzumab monotherapy (6 mg/kg every three weeks) for 24 months, and she remains in stable disease. Throughout this period, the patient was in good health and led an active life without significant adverse effects. After two years treatment with Trastuzumab she decided to stop the treatment despite being informed about the possible chance of relapse after Trastuzumab withdrawal. She continues his treatment with observation only. The overall survival was 31 months after start the Trastuzumab treatment.
DISCUSSION
Clinical management of MBC remains a significant therapeutic challenge as oncologists balance improvements in overall survival with patients' quality of life. Despite more than 30 years of research, MBC remains essentially incurable, with a median survival time of approximately two years (8). The prognosis is poorer in patients with HER-2-positive MBC (4). Trastuzumab-based therapies have greatly improved the survival rates of these patients, with the largest benefits seen when treatment is continued at least until disease progression (9). However, if Trastuzumab is withdrawn, there is the possibility that disease may relapse. Preclinical data suggest that previously suppressed tumor growth resumes rapidly if Trastuzumab is withdrawn (10). Effective treatment of HER-2-positive disease therefore seems to require prolonged attenuation of HER-2-activity, and it is difficult to define a time point beyond which Trastuzumab might not offer additional benefit. Furthermore, evidence in the literature supports the idea that continuing anticancer treatments as maintenance therapy in patients with stable disease may prolong the disease-free interval (11). There is an increasing number of case reports describing patients who experienced long-term remission from HER-2-positive MBC while receiving Trastuzumab maintenance therapy (12,13). The duration of remission in these cases ranges from four months to eight years, and in all cases, maintenance therapy was based on Trastuzumab.
One of these cases also illustrates the risk of withdrawing Trastuzumab treatment when the patient had experienced three years of full remission in the liver but relapsed in the central nervous system within two months of withdrawal of trastuzumab maintenance therapy (13). An important concern of many clinicians regarding long-term use of Trastuzumab is cardiac tolerability owing to the unexpected high incidence of cardiac events reported by the early pivotal trials, particularly when associated with anthracyclines. It is difficult to compare trials with different end points and eligibility criteria; however, the understanding of Trastuzumab related cardiac events has since improved, and the majority of these events are manageable and reversible. Extending Trastuzumab treatment does not appear to be associated with an increased risk of cardiac dysfunction. In studies of Trastuzumab treatment beyond progression, cardiac events appear to be relatively uncommon and mostly asymptomatic (14-16).
CONCLUSION
We suggest that a number of patients experience prolonged remission while receiving Trastuzumab maintenance therapy. We propose that the molecular profile of a tumor and its biological environment, as governed by the specific traits of a patient, will influence whether a patient achieves long-lasting remission on maintenance Trastuzumab therapy. Maybe the specific localization of breast cancer metastases may be a factor for long survival as many of the cases reported to date are mainly associated with liver metastases (12,13). Why this might be contributory needs additional investigation. 
